Summary.-Shortly after grafting of Ehrlich ascites carcinoma cells, the serum of tumour-bearing mice loses the capacity to mediate immunoadherence phenomena, because of a sharp decrease in the concentration of C3b and C3d, while the cellular receptors for such factors are unaffected by tumour growth. It is suggested that complement is consumed through the alternative pathway which is activated during the inflammatory responses accompanying tumour growth.
THE failure of cancer-bearing animals to reject neoplastic cells may be attributed not only to the impairment of their immune reactivity, but also to a total or partial lack of complement factors, which are either congenital or caused by the tumour itself. In fact complement depletion impairs both the specific and nonspecific phenomena (i.e. phagocytosis and B-lymphocyte stimulation (Mason, 1976) ) and neutralizes the cytotoxicity of humoral antibodies.
The serum concentration of complement fluctuates in many cases of human and mouse leukaemia, showing a significant decrease during the acute phases of the disease and returning to a normal level during remission (Yoshikawa, Yamada and Yoshida, 1969) . It has also been reported that the serum of normal Swiss mice, which is endowed with complementdependent cytotoxicity against leukaemic cells of AKR mice, loses that property if donor animals are grafted with Ehrlich ascites tumour (Hartveit, 1964; Kassel et al., 1973; Ting and Herberman, 1976) .
Other researchers have been unable to detect a marked decrease of the complement concentration in the sera of cancerous hosts (Baltch et al., 1960; Bourdin et al., 1964; Zarco, Flores and Rodriguez, 1964; Southam and Siegel, 1966; Verhaegen et al., 1976; Lichtenfeld, et at., 1976) .
Most of these studies were performed by titrating the serum haemolytic activity or by single radial immunodiffusion, which may not detect functional variations in complement activity (Gewurtz and Suyehira, 1976) .
We felt that a better approach to the understanding of complement behaviour during cancer growth is offered by the rosette method (Silveira, Mendes and Tolnai, 1972) (Clerici et al., 1976) . In view of these findings, the smaller number of tumoral spleen cells rosetting with EACn/CnH56 (or EACn/CtH56), that is, with EAC3d complexes, can reasonably be correlated with the relative increase in the number of spleen macrophages brought about by the growth of the transplanted tumour. Therefore, it may be deduced that Swiss mice bearing the AT cells lack the complement factors responsible for immunoadherence, while the cellular receptors for such factors are unaffected by tumour growth.
It is difficult to define the mechanism of this complement depletion and to determine whether it may affect the antitumoral reactivity of cancerous mice. If a hypothesis can be formulated, it is possible that complement is consumed through the alternative pathway which is activated during the inflammatory responses accompanying the tumour growth. The alternative pathway represents the ancestral complement pathway, which can be activated as a first line of defence through several different and non-immune mechanisms. This hypothesis is supported by measurement of the complement level in the ascitic fluid (Cas) performed by using the EACas5-EACas15 indicators in the rosette method. The results (Fig. 1) show that: (1) Sn cells form fewer rosettes when incubated with ascites than with ATbearing serum in the early period of tumour growth (3-5-7 days); and (2) the number of EACas rosettes equals that of EACt rosettes 10-15 days after the i.p. injection of Ehrlich ascites tumour cells.
It is possible that this behaviour is the result of an excessive complement consumption at the site of tumour implantation during the most active multiplication of malignant cells, and the cancer-bearing mice are unable to synthesize new complement in an amount sufficient to keep its concentration constant in the body fluids, as suggested by other authors (Kassel et al., 1973; Irie, Irie and Morton, 1974; Segerling, Ohanian and Borsos, 1976; Bentley et al., 1976) .
